Supplementary Method 1:
Size distribution measurement of droplets generated by a commercial ESI sprayer and a homebuilt ESSI sprayer with a laser particle analyzer.
Laser particle analyzer: HELOS (Hi208, Sympatec GmbH, Suzhou, China).
Commercial ESI sprayer: The heated ESI source, fitted for a high-resolution mass spectrometer (LTQ Orbitrap Elite, Thermo Scientific, San Jose, CA), has a tip size of 500 μm in diameter. An aqueous solution containing 5 mM NH4HCO3 (pH 8) was infused with a syringe at a flow rate of 20 μL/min, with assistance of a sheath gas flow rate of 10 arbitrary units (10 psi) and a high voltage of +3 kV.
Homebuilt ESSI sprayer: from the tip of a fused silica inner capillary (148 µm o.d., 50 µm i.d., Polymicro Technologies, China), aqueous solution containing 5 mM NH4HCO3 (pH 8) was infused with a syringe at a flow rate of 20 μL/min, with assistance of a nebulizing gas of dry N2 with a pressure of 120 psi and a high voltage of +3 kV. Figure 1 : Size distribution measurement of droplets generated by a commercial ESI sprayer and a homebuilt ESSI sprayer with a laser particle analyzer. Supplementary Table 1 : 26 peptide fragment peaks from the digestion of human ACTH (1-24) with ESSI-MS. A positive voltage of 3 kV was applied for the digestion and detection. The peptide sequence is SYSMEHFR|WGKPVGK|K|R|RPVK|VYP, where vertical lines indicate the expected cleavage sites for trypsin digestion.
Supplementary
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No. 1 219. Figure 4 : Mass spectrum of peptides identified from digests of cytochrome c by ESSI-MS applied with a positive voltage (+3 kV). Magenta asterisks denote the peptide fragments. Blue #s mark undigested cytochrome c peaks. Supplementary Table 5 : Peptide list identified from digests of cytochrome c by ESSI-MS applied with a positive voltage (+3 kV).
Note: "-" means the sequence terminus. Supplementary Table 6 : Peptide list identified from digests of cytochrome c by ESSI-MS applied with a negative voltage (-3 kV).
Note: "-" means the sequence terminus. 
